believe that both the timeframe and study design imply a major negative effect on the external validity of this study.
First of all, the long-term risk for CRC is assessed after an initial screening sigmoidoscopy performed between 1999 and 2001. As acknowledged by the authors, around this time, awareness of the neoplastic potential of SPs was not yet widespread and the general quality of colonoscopy was inferior compared with current practice. Therefore, many large SPs will probably not have been detected and, if detected, might not have been reported.
Second, only those individuals with an adenoma or a large SP in the rectosigmoid were invited for full colonoscopy. Therefore, all large SPs in the right-sided colon in patients without relevant distal lesions were not detected. As a result, only 0.8% of participants were identified with at least one large SP. In a recent study, a prevalence rate of 2.7% was described in a similar, average risk-patient population. 2 In this cohort, 1.1% of patients were diagnosed with at least one large SP in the right-sided colon without a synchronic adenoma or large SP in the distal colon (unpublished data). Analyses in the study of Holme et al are therefore performed on a minority of patients with large SPs making the outcome of this study unreliable. Since CRCs arising via the serrated neoplasia pathway are most often described in the right-sided colon, external validity seems even more compromised. 3 Although providing unique data, the analysis concerning the natural course of large SPs seems underpowered. Analyses were performed on 23 detected but unresected large SPs. In a majority of cases, retrospectively collected data of the first follow-up colonoscopy were used to assess the behaviour of these lesions. In total, eight out of 23 lesions would have disappeared but these might as well have been missed during follow-up colonoscopy performed by non-expert endoscopists not aware of the significance of serrated lesions. Since no tattoo was placed next to the unresected polyp, it is unclear if endoscopists have evaluated the same lesion at follow-up colonoscopy. One patient with an unresected large SP developed CRC in another segment, while CRC developed in three patients in whom large SPs were detected at initial colonoscopy. Given the fact that all adenomas were removed in these patients, the CRC might also have resulted from missed SPs as well.
Studies like the one performed by Holme et al are very important to gain a better understanding about the actual risk of SPs and the authors have tried to enhance the small amount of knowledge on this subject. However, only a prospectively designed study with expert endoscopists and structured colonoscopy reports will help resolve the uncertainty about this topic. Ethical considerations will have to be taken into account before such a study could be established.
